For example, amphibians and neonatal mammals have a remarkable regenerative capacity, and if "neonatal" monocytes and macrophages are depleted, the regenerative capacity is abolished (2) (3) (4) (5) (6) . Similarly, in adult mammals where regeneration is limited, nonspecific depletion of all monocytes and macrophages after myocardial infarction (MI) leads to poor scar formation, left ventricular dysfunction, and myocardial rupture (7, 8) . These data indicate that monocytes and macrophages are central to the repair/regenerative process across species. However, excessive numerical expansion of monocytes and macrophages within the myocardium also impairs infarct healing, and strategies used to limit the excessive expansion have been proven beneficial (9) (10) (11) . As a result, factors such as developmental stage, mechanism of injury, and strategies used to target either monocytes or macrophages all influence whether monocytes and macrophages are viewed as protective or pathologic, which has limited therapeutic advancements in this area.
The initial development of macrophage polarization into defined functional groups was an important early concept that structured and informed our understanding of how macrophages could behave in vivo. Science author instructions page. pathway to altering cardiac macrophage density before ischemic injury.
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